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(54)Title: NOVEL ACYLAMINO-SUBSTITUTED ACYLANILIDE DERIVATIVES OR PHARMACEUTICAL 
COMPOSITION COMPRISING THE SAME 



(57) Abstract 

Acylamino-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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#%0ij9 

2- (N-^>v ; yU^-dr~>-4-7/^D-<>XT$K) -2-/f/l'7n/<yixf 
2- (-<>SM>ah*->T§yO -2-^f^7n/<y^xf/U 0 .85 g ©fy^>»jft 10 ml IZ 
4-7A,*w<*'/4A,9viW 0.68 g 10 B*IWj&n!»if SELfc s R*£**««BET* 

#1 0.95 g frftfc. 
#%#|10-1 

2-TV-N-(4-v'ry-3-hy7/^D^/W7x^^)7a/s>T5K 

#%#|4 - 1 T£|$Lfc2 - 'O^/l/** «>^/U7jf = /U7* / - N - (4 - «>7V- 3 - h> : 

T, ^^/UX/W7>rl*790mg, H7y<k*!>JRi?i^/Ua-^||flC6()0mg«rl«*3!lP^., 

fee IfcMT?30*H!#Lfc«, 7k/^T, pH10^3*TlN*»fr^hy*A;jcilSJKfc 
B»^^50mi-C3iattmL, WWifcft*«^^S^A-Cft*6L3t s BJET 



2-T\/-2-^^;^7 = nt^^277mgSrN, N-v^/UT-feKT5K3mll;:' 



Lfc 3 i6KLfcift«t«J«r»i|3:^/UTttaiL, &*W7hy*.M3T&*£L7c, 



- 19- 



WO 98/22432 



PCT7JP97/04174 



##0iJlO-2 

2-T5/-N- (4-^T/-3-hy^;U7}-n^/^3i=./W)-2-^/b7 = Dys>-T^K 
N- (4-y7y-3-hy7/^D^f/l/7x-/V) -2-^/I^ny>7$KJ&6£iii 
2-T5/-N- (3. 4- ->*'>7y7i=/l/) 

(1) 2-^^/U^i/^7/i'#=>'UT5y-2-^>'U7'D/^>Sg30gi:N, N-S^fvl/Ti? 
hT5Kl30ml©R^«*, -20'C «£PLfd£, tt-WWlQ. 2ml*ffiTUz, T 
A^V#B*tT, ls]ffl^T-lB#F B ^^L-/c^, 4-T5/7^a=hlj/H8. 2g£N, N-io< 

(2) #ibn/cm^B B B^^Dn^>'l()()ml(^?L, *JftT5^f->U*^:7-fK25ml, H7 

*nm i - 1 tmmtuTv0%mZ'£r&uz : . 

2-T57-2- (3, 4-v>VT/7x— /U^/W^^^) ji^/W 7-^—). 
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2 - TS;y - N - (4 - ! sT 7 - 3 - h /W:*o^ /\,y*~ )V) - 3 - / 5/7 a ' x > r K 
2 - ^'//i^fi/* /P/jf =/ur S/-N- (4- v 7 y - 3 - YVy/vjru & >vy-s.- /u) 
-3-^h#v'7 : D^<yT5K2. Og?rTirh=hU/U30ml(^(ii?L, «T, aCMfcHWi' 
S/7>1. 4ml£AD*.. 1 !|f»Lfc : EJfc»to<*0'-/Hml, 7K30ml&Ji» 

##0iJ12-2 

1- T$y-N-(4-^T/-3-|>y^U5fD^/U7i-;P)^Dy^/U^/U7K^$K 
##0IJ12-3 

3-TS:y-N-(4-v'T/-3-hy7/P5j-D^/U7^;W)-2, 2-yyf/V7n/^ 
T5K 
###J13 

2- T5:y- (3, 4-v ; v/7/7 3 :=/U) 

###J 1 0T^^L^2 —TV iVtt - N - (3, 4-i/t/T/7^/U) 

»«t9*JSik^4*W35mg«:Slfetttt4fetLT»fcc 
#%#Jl4 

l-^<>^/U^-drC/*/WK=/>-N- (4-v/Ty-3-Hj7/U^-n^/U7 ; c=yl')-2 
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ml, M'gTkSOmrt'ZfLZixmft l, i*«i^ny^T^j|Lt MffT(l.&« 
#%0iJ15-l 

4-T^/^;7n^.>/U#^;nVS£fe Lrans Wjl^tt) 1. 43g£lJ&5£*rS£fL-N- 

tttiJU &*&MfgL£)tirt;&fe2. 41g£#fc 0 
#^iJ15-2 

1 - (4-7 /i') 7t'f - :j - * /^Kyfil 



Ref.Ex.:#%0j|#^- 
DATA :^3Irt^ltttt# 
NMR :gEflt&#ift*'^h/W 
(ttdWfEUe^RO. DMSO-d 6) 

TMS ftg&if *reS!i£) 

mp :St^ 

*3 



AcOEtiM^fvU 
Hex :^dff"> 
EtOH \^9J— )V 
(Et) 2 0 : *Jscf- /u:r — r /l' 
l,2-diCl-Et:l, 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H,l.J=7.3H2).1.40-1.66(2H,m),3.40-3.64(1H,m),3.68(3H,s), 7.28-7.47 
(2H,m).7.77-7.92(2H,m),8.15t1H,d,J=8.8Hz) I 


1-2 


NMR(CDq»,TMS internal standard) 

A :1 .68(6H,s),3.79(3H,s),6.77(1 H,br),7.00-7.1S(2H,m),7.71-7.87(2H,m) 


1-3 


NMR(CDCI,,TMS internal standard) 

6:1.65(6H,s),3.62(3H,s),4.0O(3H,s),6.95-7.45(3H,m),B.2O-8.49(2H,m) 
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Ret. Ex 


DATA 


1-4 


NMR: i) :1.46(6H t s),3.58(3H ( s),7.90-B.03(4H,m), 8.72(1 H,s) 


1-5 


NMR: 6 :1.48(6H,s) l 3.60(3H l s),7.73-8.i0(4H,m),8.85(1H t s) 


1-6 


NMR(CDCI 3 ,TMS interna! standard) 

6 :1 .39(6H,s),3.58(3H,s) ( 5.43(1 H,s) ,7.08-7. 16(2H,m),7.85-8.85(2H,m) 


1-7 


NMR(CDCI 3 ,TMS internal standard) 

A :1.48(6H,s) t 3.71(3H 1 s) f 5.63(1H,br) t 8.02-8.12(2H,m) ( 8.31-8.40(2H,m) 


1-8 


NMR(CDCI 3 ,TMS internal standard) 

6:1.44(6H l s).3.66(3H l s) t 3.86(3H ( s) t 5.27(1H > br),6.90-7.00(2H l m),7.56-7.8B (2H,m) 


1*9 


NMR(CDCI 3 ,TMS internal standard) 

6:2.55-2.64(2H,m),3.12-3.34(2H,m) t 3.69(3H t s)7.18-7.31(3H I m) ( 7.81-7.85 (2H,m) 


1-10 


NMR(CDCI 3l TMS internal standard) 

6:1J9(3H^J=6.8Hz) t 2.53(2H,d,^ 7.11- 
7.21 (2H,m),7.79-7.95{2H,m) 


1-11 


NMR: t> :1.15-1.32(4H,m) l 3.31(3H,s),7.32-7.52(2H t m),7.73-7.89(2H f m) f 8.78(1 H f s) 


1-12 


NMR: 6 M.07-1 .28(2H,m),1 .35-1 .55(2H t m),3.60(3H l s),7.20-7.40(2H t m) l 7.85-8.01 
(2H,m),9.08(1H.br) 


1-13 


NMR: 6 :1.40-1.57(4H,m),1 .80-2.02(4H,m),3.45(3H,s),7.31 -7.51 (2H,m),7. 40-7.90 
{2H f m),8.25(1H,s) 


1-14 


NMR: ft :1.55-2.25(8H,m),3.58(3H,s) f 7.19-7.39(2H,m) ( 7.85-8.01(2H f m) t 8.66(1 H,s) 


1-15 


NMR: 6 :1.15-1.40(6H,m),1 .65-1 .88(4H,m),3.39(3H,s) J.30-7.51(2H,m),7.74-7.90 ; 
(2H,m) t 8.08(1H.s) 


1-16 


NMR: 6 :1.38-2.30(10H t m),3.58(3H t s),7.18-7.39(2H l m) l 7.83-7.98(2H l m), 8.38(1H,s) 


1-17 


NMR: 6 :1 .97-2.10(4H l m),3.58-3.78(7H,m) J.27-7,35(2H f m).7.90-7.98(2H,m). 
8.64(1 H.br) 


1-18 


NMR(CDCI 3 ,TMS internal standard) 
£ :1.29(3H4,J=7.5Hz),1.30(6^ 
7.71 (1 H,br),7.81 (2H,dd, J=5.4,8.6Hz ) 


2-1 


NMR: 6 :0.77(3H,t,J=7.3Hz) t 1.40-1.66(2H t m) t 3.42-3.66(1H,m) l 7.29-7.49 (2H,m), 
7.77-7.92(2H,m) t 8.15(1H,d,J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .39(3H,d t J=7.3Hz) f 2.84(3H,s),4.65-4.89(1 H l m),7.07-7.27(2H l m),7.76-7.92 
(2H,m) 


2-3 


NMR(CDCl 3 ,TMS internal standard) 

6 :1 .68(6H f s) l 7.00-7.33(3H,m) l 7-73-7.89(2H,m) 


2-4 


NMR(CDCI 3 JMS internal standard) 

o :1 .69(6H,s),4.01 (3H,s) t 6.95-7.52(3H f m) l 8.20-8.51(2H,m) 


2-5 


NMR: 6 :1.46(6H f s) l 7.92-8.05(4H,m) t 8.70(1H,s),12.25(1H,br) 


2-6 


NMR: b :1.48(6H l s) l 7.79-8.11(4H,m) t 8.87(1H l s) l 12.23(1H,br) 


2-7 


6:1.6B(6H t s),5.05(1H t s),7.05-7.14(2H t m),7.66-7.77(2H l m) 


2-8 


NMRtCDCIsJMS intern^ standard) 
6:1.53(6H l s),5.44(1H l s) f B.03-8.12(2H t m),8.31-8.41(2H,m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6:1.43(6H l s),3.74(3H l s),5.30(1H,br) t 6.89-7.01(2H,m),7.57-7.80(2H l m) 


2-10 


NMR(CDCl 3 ,TMS internal standard) 

6:1.76(6H,s),4.74(2H,br) l 6.95(2H l dd,J=1.8Hz,7.7Hz),7.08(2H l t t J=8.7Hz),7.24.7.35 
<3H,m),7.78-7.84(2H,m) 


2-11 


NMR(CDC1 3 ,TMS internal standard) 

6 ^.58-2.69(2H > mJ,3J2-3.33(2H,m)7.20-7.29(3H,m)7.81-7.87(2H,m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .19(3H,d 1 J=6.8H2),2.53(2H.d 1 J=5.5Hz), 3.59-3.88(1 H,m),5.37-5.46(1H,m). 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Ref.Ex 


DATA 


2-13 


NMR: 5 :1 .10-1.42(4H,m),7.32-7.52(2H,m),7.73-7.89(2H,m),8.61(1 H,s), 12.2B(1H.br) 


2-14 


NMR:6:1.01-1.20(2H,m),1.27-1.49(2H,m),7.15-7.45(2H l m) l 7.85-8.08(2H,m), 
8.98(1 H.br), 1 2.37(1 H.br) 


2-15 


NMR: 6 :1.20-2.05(8H,m),7.29-7.50(2H,m),7.75-7.90(2H.m),8.05(1H.s), 12.42(1H,br) 


2-16 


NMR: i> :1.55-2.25(8H,m).7.18-7.40(2H,m),7.84-8.01(2H.m).8.51(1H,s), 12.12(1H,br) 


2-17 


NMR:6:0.95-1.95(10H,m),7.27-7.50(2H,m).7.81-7.92(3H,m),12.38(1H,br) 


2-18 


NMR:6:1.25-2.35(10H,m),7.15-7.42(2H,m).7.80-8.00(2H,m).8.24(1H,s) 


2-19 


NMR: 6 :1 .90-2.12(4H l m),3.57-3.77(4H,n)).7.27-7.35(2H,m),7.90-7.98(2H,m), 8.52 
(1H.br).1Z37(1H.br) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

6:1.33(6H,s),1.58(6H,8),7.07(2H.t.J S :8.6H2),7.40(1H l br),7.81(2H,dd, J=5.1,8.6Hz) 


3 


NMR(CDCI 3 ,TMS internal standard) 

d :1.38(3H,d,J=7.3Hz),2.84(3H,6),3.56(3H,s) ,4.65-4.89(1 H,m) ,7.08-7.29 (2H,m), 
7.76-7.91 (2H,m) 


4-1 


NMR(CDCI 3 .TMS internal standard) 

6 :1 .47(3H,d,J=7.0Hz),4.32-4.48(1H,m),5.17(2H,s),5.25(1H,d,J=7.0H2),7.35 (5H,s), 
7.75-7.77(2H,m),7.92(1 H,br),9.06(1 H.br) 


4-2 


NMR: 6 :1.41(6H.s),5.01(2H,s).7.28-7.35(5H I m).7.69(1H.s), 8.07(1 H,d, 
J=8.8Hz),8.20(1H,d,J=8.8Hz),8.33(1H,s),10.34(1H.s) , 


4-3 


NMR; 6 :3.27(3H,s),3.34-3.64(2H,m).4.35-4.46(1 H,m),5.00-5.1 0(2H,m),7.30- 
7.39(5H.m).7.76-7.82(1 H,m),8.01 -8. 1 4(2H,m),8.28-8.32(1 H.m), 10.91 (1 H.br) 


4-4 


NMR: 6 :1 .19(6H,s),3.27-3.32(2H,m),4.98(2H ) s),7.25-7.3B(6H,m).8.03-8.17(2H,m). 
8.30-8.35(1 H.m) 


4-5 


NMR: 6 :0.85-0.95(6H,m),1 .99-2.09(1 H,m),3.99(1H.t,J=7.8Hz),4.47-4.51 (2H,m),5.16- 
5.22(1 H.m),5.27-5.35(1 H.m),5.86-5.97(1 H.m),7.64(1 H.d. 

J=7.8Hz),7.99(1H l dd.J=1.4,6.3Hz).8.07(1H.d,J=6.3Hz).8.31(1H.d.J=1.4Hz),10.86(1H 
,br) 


4-6 


NMR: 6 :1.60-2.90(6H,m).5.02(2H.s).7.10-7.50(5H.m),7.95-8.40 (4H,m), 10.24(1 H,br) 


5 


NMR(COCI 3 ,TMS internal standard) 

6:1.57(6H,s).5.10(2H.s).5.50(1H,br),7.34(5H.s),10.42(1H,br) 


6 


NMR(CDCI 3 ,TMS internal standard) 

A :7.28(1H,d,J=7.8Hz),7.87(1H,dd.J=1.5,7.8Hz),8.46(1 H.d,J=1 .5Hz) 


7 


NMR(CDCI 3 ,TMS internal standard) 

6 :2.93(3H.d,J=5.2Hz), 4.68(1 H.br), 6.68(1 H.dd.J=2 4.8 6Hz) 6 84(1 H d J=2 4Hz) 7 41 
{1H,d,J=B.6Hz) 


8 


NMR(CDCl3,TMS internal standard) 

6 :1.26(3H,t,J=7.3H2)J.30(6H,s),4.18(2H,Q,J=7.3H2) 4.7212H s) 6 04(1 H s) 7 25- 
7.36(5H.m) 


9 


NMR(CDCl3,TMS internal standard) 

6 :1 .29{3H.t.J=7.0Hz).1 .72(6H,s).4.24(2H.q.J=7.0Hz),4.66(2H,br).6.95(2H.d,J=7.7Hz 
).7.07(2H.t 1 J=8.7Hz),7.26-7.34(3H.m).7.73-7.77(2H.m) 


10-1 


mp: 79-80^ 


10-2 


mp: 116-1 17<C(AcOEt-Hex) 


10-3 


mp: 234-238'C (EtOH-(Et) 2 0) 


11-1 


NMR: 6 :1.32(6H,s),5.34(2H > br),8.06(1H,d,J=8.4Hz) > 8.21(1H,dd, J=2.1,8.4Hz).8.44 
(1H.d.J»2.1Hz) 


11-2 


NMR: 6 :1 .99(3H.s) .3.67(1 H.t,J=5.5Hz).4.18 (2H.d,J=5.5Hz) 5.05(2H.br), 7.95-8.20 
(2H.m), 8.30-8.45(1 H.m) 


12-1 


NMR: 6 :3.26(3H.s).3.32-3.62(3H.m),4.97(2H,br).8.07-8.15(2H.m).8.38-8.41 (1 H,m) 


12-2 


NMR: 6 :1 .55-2.70(6H,m),5.31(3H.br).8.00-8.55(3H.m) 


12-3 


NMR: 6 :1.14(6H.s),2.75(2H.s).3.31 (1H.br). 5.34(2H.br),7.96-8.10(2H,m).8.27-8.30 
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Ref.Ex 


DATA 




(lH,m) 


13 


NMR(CDCI 3 ,TMS internal standard): 6 :0.86(3H,d,J=6.6Hz) t 1.07(3H,d, 
J=7.0Hz).2.41 -2.53(1 H,m).3.43(1 H.d.J=3.3Hz),7.73(1 H,d,J=8.8Hz),7.94 
(1 H,dd,J=2.2 t 8.8Hz), 8.21 (1 H t d,J=2.2Hz),1 0.18(1 H.br) 


14 


NMR:^:1.51(1.5H i s)J.53(1.5H,s)J.86-2.04(3H l m) l 2.13.Z23(1H f m) J 3.51.3.62 
(1H,m) l 3.67-3.80(1H f m),4.88^ J=12.6Hz), 
7.02-7.18(2.5H l m),7.27-7.40(2.5H,m) ( 8.03-8.30(3H.m). 10.01 (1H,s) 


15-1 


NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m), 7.B7-8.40(2H, m), 
8.14-8.28(1 H, m), 12.24(1 H. br) 


15-2 


NMR(CDCI 3 ,TMS internal standard): 6 : 3.46-6.60(1H, m), 4.30-4.60(4H, m), 7.06- 
7.18(2H, m), 7.61-7.70(2H f m) 



#%^jio-iT-^L/c2-T5:y-N-(4-xTy-3-hi;7/^D^/^ J1 -/u) 

TD/s>r$K250mg^DD7Ky^5mHC^L, tK&T. h^^/UT$>ll()mg, W> 
*/U*=/U^oyKl20mg&JJO;t, 7^#i^T, MT30#|BJ!f tfLfcc RJ&m%? 

^«JI{fc£#J114mg£#*: c 

H#i#J 1 i I^KLT IS»J2 - 1 6££f&L/-c = 

3lJ£0>Jl7 

N- (4 - v-TV - 3 - /W) - 2 - { [ (4 - 7^o7»= /U) 

2- (4-7/^D73i=^/U/-)-x-^T^) ^WK500mBft^K9tKP77>5mWiiS 

4-T5y-2-hy7/l^P^f-/l^>^WyU580mg*^i:i*oaix.fcft, 
WllflsLfc, Ri6Kfttt*^^50nil-C*r«Lfcft, lNttUtt50ml, ftftfi[W*50ml. 
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N- (4 - */7J -3- M)7 /k^n^/l^i^yU) - 2 - ( I (4 -7/l*n7x=/l')^^ 

N-(4-^Ty-3-hy7/^n^f-/U7i^/U)-2-{[(4-7/^P7i^/l')^/U/J> 
=iA^]T5y|7 F o/<^T*K6(X)mgftrKA'^>l()inl|ijSWL, LawessonR*^290mg^J|] 
T^=V#IS^T, 3Braap»it«tL-/!:ft, Rfc*tt«Ttf*PL, ME KK# 

(4: l)fttit*|U:9feM«rafc. ^<oftlft*«rSI«3:^/Hft»e>W«WIL, *8fe*£*c/.)&Ji 
{t£$339mgfc#;fco 

HJ£0iJ25 

N - { 1 - [ (4- v-Ty-3 - W/l^n^l^^/U) - 1 - ^tVzz.^ 

2- (4-7/U^-n^y^/UT^/) -2-^tVy a/^j^500mg$r^Dn^>3()ml 

i 

JS§fc£^156mg£#fco 
mMM25tm&iZLXmtiiM26-33*&l8.l,1t 0 

N - ( 1 - [ (4- i^Ty-3-b\)y^^^^yziL=^/U)i}JW<^ryf/U] - \-^)V3L^ 
(] ) y^fVTXYm^. Og0>S^pn^y|&fft8OmlC, tK^T, BI^/UT5>8. 27ml 
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& XM n o^fltx * /W>. 3 7m ! 't^JIIX. 1 P$ PnHStf L tz& . £ »TE I it m± 

(2) #% 0ij 1 0- 2-?£j#L tz2 - / - N - (4 - v-7 J - 3 - !^7^ci^ /u 7*= ) 
-2-^^7"n/^>T5K200mg<0^OD^>jSft]() m |(ij 1 |ga-->T/3e.fi.*K*S 
*4fc323mg£flnx., a«a-C9«FRHIt#Lfc:: RJ^tt£«M«#&Jta;fc«#Lfc«, 
flflfct^/MCJttttajLfc,, *«IWS:ai*atll^^^AlU:9ft«L. WET, r»t' 

(1 : i)jgtfl«IU:9&ttA«ra£,: w»tt»A«r^^y-A,-iHt3:f-/i,ft^»n l -j:9s^ 

*L, «»^«B19()mg&#^ 0 
N- (4 - v-77-3 - hy^/^D^/U^^/U) - 2 - [2 - (4 - 7;^D7i-;U) 7 

pJJKO. 057ml&lWIMfc*«>N, N-S^/U#/kkT5K$r»l*., MT2l*|fl|flMsLfc 

WET, iS*IE4r»j6aaLr, 4-7/^D7x-/U7-t^/P^ai)K|r^/i. 

(2)#%^J10-2T^Lfc2-7^-N-(4-^7/-3-|>y7;U^-D^yU7 ;t = 
*>-2-**/K7 , PX>7$hn50mg©^ 

*#T±g[i4 - 7/^n7x= /U7irf /l^ n JJ Kco ^nn 5 mlfcJll*. , R £T* l . 
SWtK, tti^T, fflfP^TKTSfe^^. #l*illlE-v^i^AT*«Ji*(ejlL. WET, 

N- { 1 - [ (4—>7/-3 - W7Jl'7irv/?-;U73L—;l,)j3,w<*rJ;U] - 1 -^/Umf- 
/H -2-t|*n^v-<>X7^K 

3H£0i|44 T*&J£L tz2 - ( 1 1 - [ (4 - «>7y - 3 - W i\,irut=f- /uy*~ ;u ) fj >v,^ 
>T4']-l-^/U^/P}*yW^>r/W7a-/ur^7 i -hl50mg^^y-/Ulml|C? > tf 
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KO. l^ml&U^&WN, N-^^^/u^r$K^q^. tK^T, 3()#$#L7i&, 
(2)##^J10-2T^L/c2-7-^/-N-(4— >Ty-3-h^/^n^yu 7 ^ 

mtz z 

mmmtmmizLx%i&M<i9-78$:ftf$.Ltz. : 

N - { 1 - [ (4 - V77 - 3 - Y^yj^U^jVy^. =. JU) # jWi^rj ;U] - 1 - ^ /l,xf 
Ty— /K). 18g, l-(3-^^/UT5yyntVU)-3-3i^;U^/u#>/^$:KJ£^0. 2 

5g«rMi*Ap^fc s mux, 2mmmwitzm, 2-t^-n- {a-^t^-s-w^ 

D^/U^-^)- 2 -^/pyn/NVT$KO. 30g£fln?L, ^fiT-BB^, M^xl^tKo 

mi, mmit-rm^mmxm^Ltzik, ^Mm^^^^x^Ltz, mmr 
\z.mm%mikL, ®btitzfa&&&mm^*t^*vis(DU£mm±m&M,i, mm 

nMM79bmmizLxmmmm-B7*&j&Ltzr. 
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2-[(4-*sT / JVXurt i^y /Vs<*4 ,u]-2- {2- y >\siTV'< 

(1 ) 3 -T± b*~> - 2-' <> : S)\>jr**yh>\,ifs^>VT\;-ru, *>|jf3 . 9g£N, N - So«f- 
/VT-feh75K30mUw^?L. -2()'CC?fttPL*:tt. *-tf-=A^n!JKl. lml«TL^ 

UKO. 56ml, h!)af^7$>0. 66ml£Hifc/Jll;i, £&-C2«»L/c, SJ&iSJifiaft 

N - ( 1 - [ (4 - v<7V -3 - hy^/W^-pyf-^^ac^/U) - 2 - 1 Ko**>^ 

2 - [ (4 - ->Ty - 3 - hy7/P^-n^A/7 s= A>) HA*J<t*4AS\ -2 - (2 - 
yXrm^^ Tlrx-hO. 50gfc*#y-/P5mllJaWKU *&T, ttfn&lfcWA 

pH2tL, WLfcftfiMftLfc, fcfcftfcaiiSffi£*Tft#Lrt:&, ftS^/i—^ 
N - { 1 - [ (4-^7/-3- hy^^nyfvu^ - ,u) %A>;i*4;U} - l-tf-fl,^ 
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2 -T^/-N - (4-'>T/-M-|»U7/U^P^/l'7x=/U)-2-^^7DyN>T*K4 
3C)mg&-f h7th'a77>5mll:»L, *#T. HJ^/WTS^afiO/i I. 4-yMr>-<> 
^/W^ayK310m^^H^, *^ |-T'4()»fiS|HtLf;|, *&»l*fc = SEiwSfiTS 
»»1*L tSfc, FKM£gf£L, M&gfa^/U3()ml£] NM^*^^C^iS! 
L, *«»SrfiftKife**-t'W^*»iKl5ml, *15mlX2. l&fillMfi*] 5mlTflfc# 
U aBK^W^iHt»ftJ»Lfc 0 $ETKM£&£-Lfcf£, M**>y*^^*7^^D-7|. 
^-(ft8x^:^ff^ B i: DHTML, ^hfrtztoXkm^MV? >v 

fPa«^M{t£^326mg£#;t :: 
M^j90t(5j^^LTH^!l91 ( 92££a£Lfc !: 

4 -zfn^r- 2 - - N - { 1 - [ (4 -*S7J - 3 - U^/U^nyf - /P) 
4 -^-2 - ?Pn£&#i!&52<)mg£7 i byth'nyyy i o m | KjgflPL , * # T^*-* 

£xH7t KB77^4mHi*»L . *#T2 - - N - (4 - «>7V - 3 - 
^7x=/P)- 2 -^/l,7n/N>T5K540mg f HJ^/UT^310m l£KB&flD;L, 50# 

*fflf30ml. ^fnAJt7K30mlX2T»L, M-fhy^AT'^Lt, SETI^JMI 
HJ£0«J95 

N- n - [ (4- >7V- 3- i-y^/P^P^/^^/u) #/u/<^/u] - 1 - ^/nc* 

N- ( 1 -[ (4- i^Ty-3-hV7^o^;uy^-ju) ^,W<^;U) - i -^ )X/=SL ^. 
/U) ~4-^h^^>-XT^K340mg^^W-^nyKi0mll^?L, -78=C(IT1M = 
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*10ml«r»n*.S^«fl!L^PB*A/A60m]"rttttiL t. *"«MI*flSSl*i«f**^hy7i 
rt#tt3(>mU*30mUttfB*:*J'K*i8fc30mlX2Tft^ 

2- (4-7/U*B-N-^^ykt+i/'«>Xr$K)-2-/f^D/<H»). 7gjCv^ 

nn^>20ml5rJPx., -10 15t;T«#>". ^mtV>0. 48g&'>LToJJP?L/::, - 

lO'C-CmfSHfttf^, |WIMT-4-T$/-2-h!;7^D^;U^>y=hy/K). 59g& 

Hte#j97 

N- { 1 - [ (4— ^T/-3- Fy7^tn^/l/7i-^)A;P/^^] - i -y^/Uznf- 
A*) -4-7/U^-P-N-tKn^>^c>XT5K 

N-^>-^/I^^-N-|l-[(4-^7y-3-Hy7/^n^/P73:=yU)*/U/<^- 
-f^]-l-y^/V3i^/U}-4-7/U^-n^XT5K0. SgJoiUtflT^^^AO. 15g 
«3c^y-/H0ml^!gjS^(il()%y^> J 7A^5{f(). 05g^P^, Mt?30^KUM* 

N-(4-^Ty-3-hy7/P^-D^;U73i=/U)-2-yf-/U-2-(3-7 3i =/U7W 
K)yn/s>-T5K 
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■7--Hi59mg5r?Jllx, iST*4. 5nS|«HJH*Lfc,- S^MlC, ffifufitf*. tt^TlNJfe 

N— (4—>T y-3-h]}y^x3^/v-y 3 .^/v-) -2-*3-/v-2- (ft^>X7-;K) 

#%#J 1 0 - 2T#j£Lfc2 - *- N - (4 - i/T J- 3 - HJ7**afra & )V7*.=. iV ) 
-2-^^n^>r^K400m«^t = !;i/>'5mll^^<!j?L, (f"^> % />f/^^-)fti§34 
4mg, hyi^^T^226mg^P^, MT110l^WHi*U^ s ' J£J&ttfr2Nttft*$fl£ 

mmmibmmzLxmMMi23-i29&&f$.i,iz a 

N— (4-^T/-3-hy7/w^-B^/u-<>'^^) -[4- (.A-ytvjru^y^Miv-)?* 

#%#iJ15- lT^fi&Lfc[4- (4-y>V#n^yy*4,]s)T*hlis?'v^*^/V%;V7f^m 
£fflV>T. ^%^i|14irl^^^^fflV^TSE£;^t)«f^ai^TO^, ^ibtLf-tojlJU^ 
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R 4 R 4 R 6 R 7 

zzx~, *t»coAii-«:s:(i)ii*j»t2) ■ ; ". ftJ#Ktti$-ts : 

MS :ff-ft##ftt 
(i-PrhO.^y^ntVH— 

MeOH '.MJ—fr 
i-PrOH :4 % S7'aj</—A, 



ex. 

Me :/f-/W 
Et 

Ac iT-frf-* 



Benzyl 



-CH- 



£4 



H f 



(0) 2 



Ex. 


R 1 


R 2 


R 9 


DATA 


1 


CF 3 


CN 


CHj 


mp: 164-165*: 

NMR: 6 :1.37(3H,d,J=6.8Hz).2.94(3H,s),4.01-4.17 
(1 H,m).7.68(1 H,d,J=8.0Hz),8.06(1 H,dd.J=1 .8,8.8Hz),8 
.1 2(1 H,d,J=8.8Hz),8.29(1 H,d,J= 1 .8Hz), 10.80(1 H,s) 


2 


CF 3 


CN 


-o 


mp: 189-190t;(AcOEt-Hex) 

NMR: A :1 .21 (3H,d,J=6.8Hz),3.94-3.98(1 H,m), 7.46- 
7.54(3H.m),7 74-7.84(3H,m),8.03-8.08 (2H,m), 8.32- 
8.33 (1H.m).10.71(1H,S) 


3 


CF 3 


CN 




mp: 178-179t:(AcOEt-Hex) 

NMR: * :1 .24(3H,d,J=7.0Hz).3.94-4.00(1 H,m),7 28- 
7.31 (2H.m),7.80-7.84(3H,m),8.04-8.08(2H.m). 8.37 
(1H,d,J=8.0Hz),10.71(1H.s) 


4 


CF 3 


CN 




mp: 179-1 80 C(AcOEt-Hex) 

NMR: 6 :1 .24(3H,d,J=6.8Hz).3.94-3.99(1 H.m),7.42- 

7.53(2H.m),7.73-7.B0(3H.m),7.94-8.12(2H,m) l 8.46 

(1H.d.J=8.4Hz) f 10.70(1H.s) 


5 


CF 3 


CN 




mp: 170-171 i C(AcOEt-Hex) 

NMR: 6 :1 .24(3H.d,J=6.BHz),3.93-4.04(1 H,m),7.63- 
7.69(4H,m),7 78(1H,dd,J=1.6,8.4Hz),8.04-8.09(2H,m), 
8.07(1H.d,J=8.4Hz),8.46(1H,d.J=8.8Hz).10.69(1H,s) 


6 


CF 3 


CN 


H^cn 


mp: 183-184C(AcOEt-Hex) 

NMR: 6 :1.25(3H.d,J=7.0Hz).3.98-4.05(1H.m),7.77 
(1 H, dd,J=2.0,8.2Hz) ,7.88-7.97(4H,m) ,8.00(1 H ,d, 
J<=2.0Hz),8.08(1H.d l J=8.8Hz),8.69(1H,d,J=8.2Hz),10. 
74(1 H,s) 
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Ex. 


R' 


R 2 


R 9 


DATA 


7 


CF 3 


CN 




mp: 134-135 C(AcOEt-Hex) 

NMR: ft :1.27(3H I d,J=6.8H2) l 3.99.4.07(1H,m), 7.72 
(IH.dd^^l^.B.SHzJJ./SIZH.d^S.OHzJJ.SS-B.Oe 
(4H l m),8.66(1H,d,J=8.8Hz) t 10.73(1H,s) i 


8 


CF 3 


CN 


-^OCF, 


mp: 111-112°C(AcOEt-Hex) 
NMR: 6 :1.26(3H t d,J=6.8Hz),3.98-4.05(1H,m),7.41 
(2H,d,J=8.6Hz),7.76(1 H f d,J=8.6Hz) t 7.87-7. 89(2H,m) 1 
8.06(2H t d t J=8.6Hz), 8.52(1H,d t J=8.6Hz),10.75(1H,s) 


9 


CF 3 


CN 




mp: 1 84-185 C(AcOEt-Hex) 

NMR: 6 :1.32(3H,d t J=7.2Hz),4.01-4.14(1H l m),7.07- 
7. 1 2(1 H t m),7.41 -7.47(1 H,m) i 7.78-7.82(2H,m),8.03 
(1H.d > J=1.6Hz),8.08(1H t d f J=B.6Hz),8.67(1H,d t J=B.6H 
Z), 1 0.77(1 H,S) 


10 


CF 3 


CN 


-cf' 


mp: 159-1 60t:(AcOEt-Hex) 

NMR: 6 :1.25(3H.d,J=7.6Hz) i 3.9B-4.05(1H,m),7.49 

(1 H,t,J:=8.4Hz),7.54-7.56(1 H,m), 7.70-7.78 (2H,m), 7.79 

(1H,dd f J=1.8 t 8.4Hz) l 8.03(1H l d t J*1.8Hz),8,07(1H,d t J= 

8.4Hz),8.54(1H t d t J=8.4Hz).10.77(1H i s) 


11 


CF 3 


CN 




mp: 1B9-190t:(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz),4.00-4.08(1H,m) ( 7.67- 
7.71(1H f m) > 7.78(1H l dd,J=1.6 > 8.6Hz),7.96(1H f d f J=7.6 
Hz),8.00(1H,d t J=1.6Hz) f 8.04-8.11(3H,m) ( 8.64(1H,d, 
J=8.6Hz),10.79(1H,s) 


12 


CF 3 


CN 




mp: 143«144 c C(AcOEt-Hex) 

NMR: 6 :1.28(3H,d l J=6.8Hz),4.03-4.10(1H,m) t 7.70- 
7.74(2H ( m) ( 7.84(1H,d l J=8.0Hz) ) 7.96(1H,d f J=1.6Hz) t 8. 
01(1H,s) f 8.04-8.07(2H,m),8.6B(1H,d,J=8.BHz) ( 
10.77(1 H,s) 


13 


CF 3 


CN 




mp: 167-1 68 C(AcOEt-Hex) 

NMR: :1.24(3H l d,J=7.0Hz),4.00-4.04(1H t m),7.48-7.51 
(1H t m) ( 7.57-7.60(2H,m),7.76-7.78(2H t m).7.85-7.90 
(3H,m),7.98(1 H l d,J=:a8Hz),a34(1 H,s),8.41 (1 H r d t J=8, 
0Hz),1 0.63(1 H,s) 


14 


CF 3 


CN 


do 


mp: 193-194t(AcOEt-Hex) 

NMR: 6 ^A9{3H t 4,J=6.BHz) t 3.95-4.00(W t n\) t 7.51 

(1 H l t,J=7.6Hz) l 7.58-7.62(2H,m) l 7.67-7.71 (1 H,m), 7.78 

(IH.d^I.eHzJJ.gs-B.O^SH.mJ.S.ISflH.d^^Hz), 

8.67(2H t d,J=8.8Hz) t 10.52(1H.S) 


15 


CF 3 


CN 


CO 


mp: 199-200t3(AcOEt-Hex) 

NMR: 6 :127(3H,d l J=7.2Hz),4.37-4.44(lH,m),7.60- 
7.72(4H f m)7.83(1H l d f J=1.6Hz) l 8.00(1H l d,J=8.8Hz) t 8. 
17(1 H,dd,J*1 .2,8.4Hz),8.31 (1 H,dd,J=4.6,7.2Hz) t 8.43( 
1H f dd f J=1,6 l 8.8Hz),9.02(1H,dd,J=1.6 l 4.0Hz),10.65(1 
H,s) 


16 


CF 3 


CN 




mp: 1 85-1 86 C(AcOEt-Hex) 

NMR: 6 :1.34(3H,dJ=6.8Hz),3.97-4.06(1H,m), 7.00- 
7.04(1 H t m) f 7.25-7.35(4H,m) l 7.48.7.50(2H,m), 7.84 
1 H,dd l J=2.0,8.8Hz),7.96(1 H l d t J=8.8Hz),8.04(1 H,d,J= 
8.0Hz),8.10(1H.d,J=2.0Hz).10.80(1H.s) 
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Ex. 


R' 


R 2 


R 3 


X 


R< 


R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CHjCHa 


H 


mp: 170-I7lt: 

NMR; 6 :0.83(3H,t,J=7.4Hz),1.52-1.72 (2H, m), 
3 77-3 82(1 H ml 7 24-7 2B(2H ml 7 75-7 82 
(3H > m),8.01(1H,d,J=2.0Hz),8.07(1H.d.J=8.4Hz), 
8.36(1 H,d,J=8.8Hz),1 0.74(1 H,s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp: 171-172t:(AcOEt-Hex) 

NMR:(CDCI 3 ,TMS internal standard) 

d :1 .09(3H d J=7 3Hzl 2 86(3H $) 4 58-4 62 

(1H,m),7.26-7.30(2H l m) l 7.80(1H l d,J«8.6Hz), 

7.86-7.90(3H.m), 8.08(1 H t d.J=1.8Hz). 8.79 (1H f s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp: 157-158t: (AcOEt-Hex) 
NMR: 6 :1.08(3H t d,J=6.8Hz),3.25(3H,br) l 4.09 
(1 H.br)7.38(2H,t,J==8.0Hz).7.73-7.81 (4H.m), 
8.22-8 .34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOEt- Hex) 

NMR: 6 :2.77.2.99(2H.m) I 4.08-4.14(1H,m) ( 7.14 

(2H,t,J=8.8Hz),7.19-7.26 (5H,m),7.61-7.64 

(2H,m),7.72(1H,d f J=B.8Hz), 7.96(1 H,s), 8.07 

(IH.d.J^B.BHzl.S.eidH.d^B.SHzJ.IO^dH.s) 


21 


CF 3 


CN 


H 


0 


H 


H 


mp: 179-180t:(AcOEt-Hex) 

NMR: 6 :3.77(2H,d,J^6.1Hz),7.38-7.42 (2H, m), 

7.86-7 .9O(3H,m) l 8.08-8.12(2H l m), 8.25-8.27 

(1H,m),10.71(1H f s) 


22 


CF 3 


CN 


H 


S 


CH 3 


H 


mp: 86-87 C 

NMR: 6 :1.32(3H,d,J=6.8Hz),4.39-4.46 (1H, m), 
7.28-7 .34(2H,m),7.78-7.84(2H,m) t 8.18-8.24 
(2H,m),8.31 (1H 1 d l J=8.4Hz),8.42 (1H,S), 
12.01 (1H.s) | 



£6 




Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 1 66- 167C (AcOEt-Hex) 

NMR: 6 :1.41(6H,s),7.06-7.10(1H,m). 7.57- 

7.61 (1 H.m) ,7.84-7.87(1 H,m).8.07-8. 14 (2H, 

m),8.23-8.30(2H,m).10.29(1H.S) 


24 


CF 3 


CN 






mp: 90-95'C(AcOEt-(i-Pr) 2 O-Hex) 
NMR: 6 :3.19(3H,s),3.42-3.52(2H,m), 4.09- 
4.17(1 H,m),7.23-7.28(2H,m),7.76-7.84 (3H, 
m),8.01-8.03(1H.m),8.07(1H.d,J=8.4Hz). 
8.51(1H.d.J=9.2Hz).10.81 (1H.S) 
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Ex. 


R' 


R 2 


A 


R 9 


DATA 


31 


CF 3 


CN 


Me Me 




mp: 1 17-1 1 8C(AcOEt-Hex) 
NMR(CDCI 3 ,TMS internal standard ) 
(S:1.47(6H,s),5.84(1H,s) l 7.22(2H.t,J=8.8H2), 
7.79(1 H.d.J=8.8Hz),7.90-7.95(3H.m). 8.07 
(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 




mp: 109-1 lO'CfAcOEt-Hex) 

NMR: 6 :1.50(6H.S).7.89-7.92(2H.m).8.00- 

8.15(4H,m),8.28(1H,d,J=2.0Hz),8.90(1H l s),1 

0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 


-^-0CH 3 


mp: 124-125 i C(AcOEt-Hex) 
NMR: 6 :1.45(6H.8),3.76(3H,s),6.82(2H,d, 
J=8.8Hz).7.73-7.75(3H,m),7.89-7.92 (1 H.m), 
8.00(1 H,d.J=2.0Hz),9.67 (1H.S), 10.83(1H.S) 



£7 




Ex. 


R' 


A 


R" 


DATA 


25 


CF 3 


Me Me 




mp; 207-208^ 

NMRfCDCIg.TMS internal standard ) 
6 :1.77(6H,s) l 6.29(1H f s) ( 7.15.7.19(2H > m) l 7.76 (1H, 
H,J=B.onZ),/.ro-7.Bd(Zn,mj,7. 87-7.90(1 n,m), 8.07 
(1H,d,J=2.0Hz),10.67(1H.S) 


26 


CF 3 


Me Me 


OCH, 

^> 


mp: 124-125C(AcOEt-Hex) 

NMR: 6 :1 57(6H,s).3.97(3H.s),705(1 H,t, J=7.2Hz). 
7.20(1 H,d,J=8.4Hz).7.49-7.54(1H,m).7.79(1H,dd. 
J=2.0,8.4Hz).8.07(1H,d^=8.4Hz),8.15(1H,dd.J=2.0,8 
.4Hz),8.31 (1 H,d,J=2.0Hz).8.55(1 H.s) , 1 0.20(1 H ,s) 


27 


CF 3 


Me Me 




mp: 256-258'C(MeOH-EtOH) 

NMR: 6 :1.54(6H.s),7.9B(2H.m),8.03-B.15 (4H, m), 

8.29(1 H,d,J=2.0Hz),8.85(1H,s),1 0.22(1 H.s) 


28 


CF 3 


Me Me 

>^ 




mp: 222-22513 (AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.87(2H,d,J=8.8Hz),8.06 (1H,d, 

J=8.8Hz),8.13-B.15(3H,m),8.30(1H,dJ=2.0Hz),8.83 

(1H,S),10.23(1H,S) 


29 


CN 


Me Me 




mp: 198-199t:(EtOH) 

NMR- 6 :1 .52(6H,S).7.31 (2H,t,J=8.8Hz) ,7.98-8.04 
(3H,m),B.10(1H,dd,J=2.0,8.6Hz).8.30(1H,d,J=2.0Hz), 
8.59(1 H,s),10.1 5(1 H,s) 


30 


CI 


Me Me 

>^ 




mp: 227-230*0 (AcOEt-Hex) 

NMR: b :1 .51 (6H,s).7.31 (2H,t,J=8.9Hz).7.75(1 H, dd, 
J=2.6,8.7Hz).7.85(1H,d,J=8.7Hz),8.00(2H,dd,J=5.4,8 
5Hz),8.08(1 H,d,J=2.6Hz) .8.55(1 H.br), 1 0.00(1 H ,br) 


34 


CF 3 


Me Me 

>^ 




mp: 16B-169C(AcOEt-Hex) 

NMR: 6 :1.54(6H.s),7.27-7.32(2H,m).7.52-7.58 

(1H,m),7.72-7.76(1H,m),8.08 (1H,d, J=8.4Hz), 8.16 

(1H,dd l J=1.6.8.4Hz),8.33(1H.d^=1.6Hz),8.52(1H,d,J 

=1.6Hz),1 0.22(1 H,s) 
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Ex. 


R' 


A 


R 9 


DATA 


35 


CF 3 


Mc Mc 




mp: 204-206 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s),7.38-7.43(1 H,m),7.50-7.56 (1 H, 
m),7.75-7.78(2H,m),8.04-8.15 (2H,m), 8.30(1 H,s), 
B.69(1H,s),10.22(1H,s) 


36 


CF 3 


Me Me 

X. 




mp: 184-185'G(CHCi 3 ) 

NMR: A :1.54(6H,s),7.51-7.54(1H,m) t 8.05(1H,d,J= 
B.8Hz), 8.13-8.16(1H.m),8.24-8.27 (1 H,m),8.30(1 H, 
d,J=1 .6Hz),8.72(1 H,dd,J=1 .6,5.2Hz), 8.80(1 H,s), 
9.1 1(1H,d,J= 1.6Hz), 1 0.22(1 H,s) 


37 


CF 3 


Me Me 




mp: 129-130'C((i-Pr) 2 O) 

NMR: 6:1.61(6H ? s),7.64-7.62(1H,m) f 8.00-8.01 (2H, 
m), 8.06(1 H i d,J=9.2Hz).8.14-B.16 (1H,m),8.31 
(1H.d, 

J=1.6Hz) f 8.72(1H,d t J=8.8Hz),8.83(1H,S),10.34(1H,s) 










38 


CF 3 


Me Me 

X. 


TO 


mp: 1 73-174'C(AcOEt-C 6 H 6 ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H f m),7.98-8.06 (5H. 

m),8.1 4-8.1 7(1 H t m) f 8.32(1H l d,J=1 .6Hz), 8.56 (1H,s), 

8.74(1H t s) ( 10.26(1H,s) 


39 


CF 3 


Me 


-o 


mp: 220-22rC(AcOEt-Hex) 

NMR(CDCl3,TMS internal standard ) 

A :1 .26(3H,s),1 .79-1 .85(1 1 H,m) ,4.68-4.72(1 H,m), 

5.98-6.00(1 H,m) l 7.81-7.83(2H.m), 7.98-8.00 (1H,m), 

9.88-9.89(1 H,m) 


40 


CF 3 


Me 




mp: 206-207 c C(AcOEt-Hex) 
NMR (CDCI3JMS internal standard): 6 :1 .61 (3H,d, 
J=8.6Hz),4.93-4.97(1 H,m),6.82-6.84(1 H, m), 7. 1 6- 
7.19(2H,m),7.76(1 H,d,J=8.5Hz),7.84-7.87 (2H,m), 
7.97(1 H,d, J=8.5Hz),8.02 (1H,s),9.88(1H,s) 


41 


CF 3 


Me Me 

X. 




mp: 166-167C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.18-7.23(1H,m),7.34-7.40 (1H, 
m). 7.79-7.85(1 H,m).8.08(1H,d, J=8.8Hz), 8.16 (1H, 
dd,J=1.6 t 8.8Hz),8.32(1H l d,J=1.6Hz),8.55(1H I d l J=1.6 
Hz),10.22(1H,s) 


42 


CF 3 


Me Me 




mp: 182-1 83 t(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.14-7.20(2H,m),7.48-7.56 (1 H, 
m), 8.10(1H,d,J=8.8Hz),8.17(1H,dd t J=1.6, 8.8Hz), 
8.33(1H l d.J=1.6Hz).9:i0(1H i s).1O.20(1H.s) 


43 


CF 3 


Me Me 

X. 


CI 


mp: 214-21 5t;(AcOEt-Hex) 
NMR: 6 :1 .51 (6H ( s) l 7.55(1H l dd t J=1 .6Hz, 8.0Hz), 
7.66-7.69(2H,m) 1 B,08(1H ( d,J=8.4Hz), 8.18-8.21 (1H, 
m), 8.35-8.36(1 H I m),8.87(1H.s), 10.28(1H,s) ! 


44 


CF 3 


Me Me 

X. 


^^-0C0CH 3 


mp:171-172'C,(AcOEt-Hex) 

NMR: A :1.49(6H,s),2.01(3H,s),7.16-7.18(1H,m). 

7.34-7.38(1 H,m),7.51-7.55(1 H,m),7.85(1 H.dd.J^ 

1. 6,7.2Hz),8.1 8(1 H,d,J=8.BHz),B.1 8(1 H,dd,J=1. 6,8.8 

Hz),8.33(1H.d,J=1.6Hz),B.61(1H,s),10.17(1H,s) 


45 


CF 3 


Me Me 

X. 




mp; 207-2OBTt:(AcOEt-Hex) 

NMR: b :1 .51 (6H,s),7.65-7.69(1 H,m),7.76-7.80 (2H, 
m).7.87-7.89(1H m) 8 08-8 10MH m\ 8 1R-8 20 MH 
m),8.38(1 H,s).8.93(1 H.s). 10.30(1 H.s) 


46 


CF 3 


Me Mc 




mp: 215-21 6r.(AcOE1-Hex) 

NMR: t> :1 .58(6H.s),7.46-7.60(3H,m).7.85 (1H,d, 

J=6.8Hz).7.97-8.13(4H,m),8.24-8.26 (1 H,m),8.39 
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Ex. 


Ft' 


A 




DATA 










(1H,s),8.86(1H,s),10.42(1H,s| 


47 


CF, 


Me Me 

X 




mp: 195-196'l-(AcOEt-Hex) 

NMR. ft :1 .52(6H.s).7.35-7.40(1 H,m).7.45-7.49 (1 H. 
m), 7.61-7.66(2H.m).8.08(1H,d, J=8.8Hz). 8.21 (1H, 
dd,J=2.4,8.8Hz),8.38(1H,d,J=2.4Hz).8.81(1H,s).10.2 
7(1 H,S) 


48 


CF 3 


Me Me 




rap: 1 80-182 C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.40-7.51(3H.m),7.61-7.65 (1H, 
m),8.05-8.24(2H.m),8.37(1H,br),8.83 (1H,br), 10.28 
(1H.S) 


49 


CF, 


Me Me 

X 


-O 


nip: 203-204 C(AcOEt-Hex) 

NMR: ft :1.54(6H,s),7.46-7.50(2H.m) .7 53-7.57 (1H. 
m),7.93-7.95(2H.m).8.05(1H.d. J=B.4Hz). 8.14 
(1H,dd,J=1.6.8.4Hz).8.31(1H,d.J=1.6Hz),8.86(1H,s). 
10.20(1 H,s) 


50 


CF 3 


Me Me 


ii i) 


rap: 106-107C(AcOEt-Hex) 

NMR: ft :1.51(6H,s),6.63-6.66(1H,m).7.18-7.20 (1H. 
m),7.86-7.88(1H,m),B.05 (1H,d, J=8.4Hz), 8.13-8.17 
(1 H.m),8.30(1 H.d.J=2.0Hz) ,8.38(1 H,s) . 1 0.25(1 H,s) 


51 


CF 3 


Me Me 


Me 


rap: 1 45-1 46t: (AcOEl-Hex) 

NMR: ft :1.48(6H,s),3.72(3H ( s),6.04(1H,dd,J=2.4, 

4.0HZ) ,6.89-6.92(1 H.m) .6.98-7.01 (1 H.m) ,7.97 (1 H, 

s),8.05(1H,d,J=8.8Hz),B.15-8.19(1H,m), 8.33(1H,d, 

J=1.6Hz),10.17(1H,6) 


52 


CN 


X 




rap: 209-21 0t:(AcOEt-MeOH) 

NMR: 6 :2.01 (3H,s),4.34-4.46(2H,m),4.83-4.90 (1 H, 

ra) > 7.30-7.37(2H,m) 1 7.96-8.06(3H,m), 8.09(1 H,d, 

J=B.BHz).8.30(1H.d,J=2.4Hz),8.97(1H,d,J=7.6Hz) l 10 

.98(1 H,s) 


53 


CF 3 


Me Me 

X 


ll I] 


mp: 125-1 27 C(AcOEt-Hex) 

NMR: 6 :1 .52(6H.S).7.1 6-7.20(1 H.m),7.76-7.79 (1 H. 
m),7.95-7.98(1 H,m),8.05(1 H,d,J=8.8Hz), 8. 1 3-8. 1 8 
(1H,m),8.30(1H,d,J=2.0Hz),8.54(1H,s).10.23(1H.s) 


54 


CF, 


Me Me 

X. 


&•> 


mp: 198-1 99'C(AcOEt-Hex) 

NMR: ft :1 .51 (6H,s),2.27(3H,s),7.21-7.29(2H,m), 

7.32-7.37(1 H,m),7.54-7.58(1H,m) ,8.07(1 H,d, J=8.8 

Hz),8.19(1H,dd,J=2.0,8.8Hz).8.38(1H,d.J=2.0Hz),8.5 

3(1H,s),10.25(1H.s) 


55 


CN 


Me Me 

X 


S 


mp: 175-176X:(AcOEt-Hex) 

NMR: 6 :1 .52(6H.S),7.27-7.33(2H.m),7.52-7.5B (1 H. 
m),7.72-7.77(1H l m),8.05(1H,d,J=8.4Hz), 8.13 (1H, 
dd,J=2.0.8.4Hz),8.34(1H,d,J=2.0Hz),8.51-8.55 (1H, 
m),1 0.20(1 H.s) 


56 


CN 


Me Me 




mp: 139-141'C(AcOEt-Hex) 

NMR: ft :1 .51 (6H,s),7.1 4-7.21 (2H,ra), 7.48-7.57 (1H. 
m),B.07(1H,d,J=8.8Hz),8.12(1H,dd,J=2.0,B.8Hz).8.35 
(1H,d,J=2.0Hz),9.1 1 (1 H,s).1 0.16(1 H.s) 


57 


CF 3 


Mc Me 

X 




mp: 221 -223 C(AcOEt-Hex) 

NMR: t) :1 .56(6H.S).7.43-7.50(2H.m).7.95-8.08 (3H, 
m).8.15-8.19(1H,m).8.30-8.34(2H,m).8.86 (1H.s), 
10.29(1 H.s) 
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R 1 


A 


R 9 


DATA 


58 


CF 3 


^-OMe 




mp: 195-1 96 C(AcOEt-MeOH) 

NMR: A :3.31(3H,s),3.73(2H,d,J=4.4Hz),4.78-4.85 

(iH.mj.y^y.ssfZH.mjj.SA-y.eiiiH.mjj.ee-y.yi 

(1 H,m) ( 8.02-8.06(1 H,m).8. 12(1 H,d ( J=B.8Hz), 8.31 
(1 H,d,J=2.4Hz) ,8.55-8.66(1 H,m) ,1 1 .01 (1 H.S) 


59 


CF 3 






mp; 1 87- 1 88T;(AcOEt-Hex) 

NMR: 6 :3.32(3H,s),3.70-3.79(2H,m),4.77-4.84 (1H, 
m),7.29-7.36(2H,m),7.97-8.14(4H,m), 8.32 (1H t d, J= 
2.0Hz) ,8.83(1 H ,d, J=6.8Hz), 1 0.99(1 H f s) 


60 


CF 3 


Me Me 

X. 


be 


mp 164-185C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s) ,7.28-7.34(1 H,m) ,7.50-7.64 (2H, 
m),8.09(1 H,d,J=8.4Hz),8.1 7(1 H,dd,J=1 .6,B.4Hz),8.34 
(1 H,d, J*1 .6Hz) .8.74(1 H.s) ,1 0.24(1 H.s) 


61 


CF 3 


Me Me 

X. 




o 


-F 


mp: 208-209 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.53-7.61(1H,m) ,7.78-7.84 (1H, 
m),8.01-8.08(2H,m) l 8.12-8.15(1H l m) ( 8.29 (1H.d, 
J=1 .6 Hz), 8.70(1H,s),10.21 (1 H.s) 


62 


CF 3 


Me Me 

X^ 




a 




mp: 161-162 t C(AcOEt-Hex) 

NMR: <V1.52(6H,s),7.33-7.45(2H,m),7.59-7.65 (1H, 
m) ,8.08(1 H,d, J=8.8Hz) f 8.1 5(1 H,dd,J=1 .6,8.8Hz) ,8.33 
(1 H,d,J= 1 .6Hz),8.71 (1 H,s),10.24(1 H,s) 


63 


CF 3 


Me Me 

X. 


Me 

— V-Me 
Me 


mp: 143-I44t((i-Pr) 2 0) 

NMR: 6 (9H,s),1 .42(6H,s),7.39(1 H,s),8.04-8.1 1 
(2H,m),8.30-B.33(1H,m),9.00(1H,s) 


64 


CN 


Me .Me 

X 






MS FAB (m/z):383[(M+1) 4 ] 

NMR: b :0.97(6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51 
(1H,t,J=8.3Hz),7.15(2H,t,J=7.9Hz),7.46-7.58(1H, m), 
8.01 (1 H,dd,J=1 .9,8.5Hz) f B.09(1 H.d.JsS.SHzJ.S.SSO 
H.d^l.gHzl^.lSdH.d^B.SHzl.ll.OSdH.br) 


65 


CF 3 


Me Me 




mp: 204-205 C 

NMR: 6 :1.54(6H,s), 7.67-7.71 (1H,m), 7.80-7.84 
(1H, m), 7.92(1 H.d^.eHz), 7.99(1H,d, J=7.6Hz), 
8.07 (1H,d,J=8.BHz), 8.19(1 H,dd, J=1 .6,8.8Hz), 8.31 
(1H,d,J=1.6Hz), 8.95(1H,s), 10.27(1H,s) 


66 


CF 3 


Me Me 

x. 




mp: 21 5-21 TC 

NMR: 6 :1.42(6H,s),5.02(2H,s),7.28-7.36 (4H,m), 

7.69(1H,s) l 8.07(1H l d t J=8,2Hz) t 8.20(1H,d I J«8.2Hz), 

8.33(1H,s),10.32(1H,s) 


67 


CF 3 


Me Me 

>c 




mp: 205-206^ 

NMR: 6 :1. 57(6H,s),6.91-6.94(2H,m) ,7.40-7.44(1 H, 
m). 7.99(1 H,dd,J=1.6,8.0Hz),8.06 (1H,d, J=8.4Hz). 
8.15(1H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H,s),10.27(1 H,s), 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 




) 


mp: 188-189^ 

NMR: A :1.66(6H,s),7.73-7.77(2H,m),8.06 (1H,d, 
J=8.8Hz) t 8.17(1H,dd,J=2.0,B.4Hz),8.24(1H,dd,J=1.6, 
8.4Hz),8.31(1H f d,J=1.6Hz) ( 8.49(1H,dd,J=1. 6,7.2Hz), 
8.29(1 H,dd,J=1 .6,8.4Hz),9. 15(1 H,m), 10.37(1 H,s), 1 1 . 
46j1H,sJ 


69 


CF, 


Me Me 

X. 




ji i 

H 




mp: 122-123t(AcOEt-Hex) 
NMR: A :1 .49(6H,s),6.08-6.12(1 H,m) ,6.85-6.88 
(1 H,m),6.93-6,97(1 H,m),8.01 -8.06(2H,m),8. 1 3-8,17 
(1 H,m),B.30-8.34(1 H,m),10.21 (1 H,s), 1 1 .40-1 1 .46 
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Ex. 


R 1 


A 




DATA 










(1H.br) 


70 


CF 3 


Me Me 


Me Me 

WWW W Ifl V* 


MS FAB (m/z):418{(M+Hn 

NMR: 6 :1.41(6H,s),1.47(6H,6),7.18-7.33J5H,m), 

7.45(1 H,s),8.05-8.14(2H,m),8.24-8.26(1H,m), 9.89 

(1H.S) 


71 


CF 3 


Me Mc 

>X 




mp: 194-195C(AcOEt-Hex) 

NMR: 6 .1 .52(6H,s),7.2B-7.39(2H,m),7.45-7.52 (1 H, 
m).8.09(1H.d,J=8.4Hz),8.16-8.20(1H.m). 8.33 (IH.d. 
J=1 .6Hz),9.1 3(1 H.S), 1 0.1 5(1 H.s) 


72 


CF 3 


Me Mc 


XT 


mp: 1B2-184<C(AcOEt-Hex) 

NMR: b :1 .53(6H,s),742(1H,dd,J=2.4,8.0Hz), 7.54- 
7.58(1 H,m),7.78(1H.t,J=8.0Hz),8.08(1 H.d, J=8.4Hz). 
8.15-B.18(1H,m),8.33-8.35(1H l m),B.62-B.65(1H,m), 
1 0.27(1 H,S) 


73 


CF 3 


Me Me 


XT 


mp: 166-1 69°C(AcOEt-Hex) 

NMR: 6 :1.51(6H.s).7.30-7.37(1H,m).7.52(1H,dd, 

J=2.4,8.4Hz),7.72(1H,dd,J=6.4.8.4Hz),8.09(1H,d,J=8 

.8Hz) l 8.18-B.22(1H.m),8.34-8.37(1H,m) t 8.45(1H,s), 

10.28(1H.s) 


74 


CF 3 


Me Me 




mp: 187-l88'C(AcOEt-Hex) 
NMR: 6 :1.53(6H,8).7.54(1H,t,J=9.2Hz).7 90-7.95 
(1H,m).8.05(1H,d,J=8.4Hz),8.1 1-8.16(1 H.m). 8.25 
(1H,dd.J=2.0.7.2Hz),8.28-8.30(1H,m),8.76 (1H.S), 
10.22(1 H.s) 


75 


CF 3 


Me Me 

X. 


F 


mp: 197-199C(AcOEt-Hex) 

NMR: 6 :1.51(6H.s),7.27-7.34(2H l m),8.10(1H.d. J= 
8.4Hz).8.15-8.20(1H.m).8.31-8.33(1H,m).9.12(1H,s). 
1 0.22(1 H,s) 


76 


CF 3 


Me Me 

>C 




mp: 222-223 C(AcOEt-Hex) 

NMR. 6 :1 .42(6H,s),7.24-7.28(3H;m),7.35-7.40 (3H. 
m).7.44-7.56(2H,m).7.75-7.79(1H,m). 8.07 (1H.d, 
J=8.8Hz),8.13-8.16(1H.m),B.32-8.34 (1H,m). 8.65 
(1H.S), 10.22(1 H.s) 


77 


CF 3 


Me Me 




mp: 197-198 < C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,S),7.39-7.44(1H.m),7.47-7.53 (2H. 
m).7.72-7.81(4H,m).8.02-8.08(3H.m),814-8.18(1H, 
m).8.31-8.33(1H.m).B.63(1H.s).10.22(1H.S) 


78 


CF 3 


Me Me 




MS FAB (m/z):400[(M+H)T 

NMR: & :1.56(6H,s),7.15(1H,d.J=5.6Hz).7.69-7.73 

(1 H.m).7.82(1 H.dd.J=4.5.5.6Hz).8.07(1 H.d.J=B.5Hz). 

B.09(1H,br).8.13(1H.d.J=1.9.8.5Hz).8.28(1H.d.J=1.9 

Hz),10.24(1H,br) 


79 


CF 3 


Me Me 




mp: 197-199<C{AcOEt-Hex) 
NMR: 6 :1 54(6H.s).7.84.7.87(2H,m).8.06(1 H.d.J= 
8.8 Hz).8.12-8.16(1H,m).8.30(1H.d,J=2.4Hz). 8.73- 
8.76(2H.m),8.87{1 H,s).10.29(1 H.s) 


80 


CF 3 


Me Me 


X^^- N 


mp: 106-108'C(AcOEt-Hex) 
NMR: 6 :1.61(6H.s),B.07(1H,d,J=8.4Hz),B.13-8.17 
(1H.m).8.30(1H.d.J=1.6Hz).8.79-8.82(1H.m). 8.90- 
B.93(2H,m).9.15-9.17(1 H,m).10.32(1 H.s) 


81 


CF 3 


Me Me 

X. 




mp: 170-17VC(AcOEt-Hex) 

NMR: 6 :1 .65(6H,S),7.80-7.91 (2H.m).8.06(1 H.d. J= 

8.8Hz).8.13-8.20(2H.m),8.26-B.32(2H,m). 8.53 (1H, 

S).8.96(1H,S),9.45(1H.S).10.38(1H.S) 



-40- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R 1 


A 


R 9 


DATA 


82 


CF 3 


Me Me 




mp: 172-173 C(AcOEt-Hex) 

NMR: 6 :1.57(6H,s),6.75-6.78(1H,m),7. 14-7.19 (1H, 
m) t 7.40-7.44(1H > m),7.57(1H l d,J=8.0Hz),7.64 (1H,d, 
J=8.0Hz),8.06(1H ( d,J=B.8Hz),B.13-8.17 (1H,m),8.30- 
8.33(2H,m),10.22{1H,s),l1.2B(1H f br) 








83 


CF 3 


Me Me 

>C 


— CHp-^-F 


MS El (m/z):423(M*) 

NMR: d :1.47(6H,s),4.53(2H.s),6.94-7.00(2H,m), 
7.04-7.11 (2H l m),8.0B(1H,d,J=:8.4Hz),8-1 7-8.22 (1H, 
m) l 8.27-8.30(1H,m) f 8.32(1H l s) t 10.21 (1H,s) 


84 


CF S 


Me Me 

J< 




mp: 2B9-290 c C(AcOEt-MeOH) 
NMR: 6 :1 .72(6H,s) t 5.61 (1 H,d,J=9.2Hz),7.58 (1 H,d, 
J s =9.2Hz) l 8.13-8.20(2H l m) f 8.27-8.34(2H,m), 10.37- 
10.44(1 H,m), 10.49pH.br) 


85 


CF 3 


Me Me 


H 


mp: 147-149 C(AcOEt-Hex) 

NMR: 6 :1.56(6H,s),7.02-7.07(1H l m) f 7. 16-7.21 (1H. 
m)7.32-7.36(1H t m)7.37-7.42(1H,m).7.62-7.66(1H, 
m),8.05(1H,d,J=9.2Hz) f B.14-B.19(1H,m) t 8.30-8.33 
(1 H,m),8.53{1 H t s), 1 029 (1 H,s), 1 1 .55(1 H.br) 


86 


CF 3 


Me Me 




mp: 100-102C(AcOEt-Hex) 

NMR: b :1.50(6H 1 s) l 2.45(3H l s) f 6.85-6.88(1H,m), 

7.76(1 H,d l J=4,0Hz),8.03-8.07(1H f m),8.13-8.17(1H, 

m).8.29-8.32(1H.m).8.41(1H,s).10.22(1H t s) 


87 


CF 3 


Me Me 


H 


mp: 231-23ZC(AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.02-7.08(1H.m),7.32-7.34 (1H, 
m)7.36-7.45(2H.m),8.05(1H,d,J=8.4Hz),8.16 (1H ( dd, 
J=2.0flAHz) t 8.3'\(\H t <l 1 J=2.QHz)fi.59['\H,s), 10.28(1 
H,s),11.66(1H,s) 


88 


CF 3 




CP 


MS FAB (m/z):438((M+H) + ) 

NMR: b :2.01(3H,s),4.34-4.48(2H,m) l 4.87-4.96 (1H, 
m)7.27-7.37(2H,m) ,7.43-7.68(1 H,m)7-65-7.79(1 H, 
m) f 8.05(1H,dd f J=2.1 f 9.0Hz) ( 8.14 (1H,d,J=9.0Hz), 
8.30(1 H,d,J=2.1 Hz),874-8.82(1 H,m) . 1 1 .04(1 H.br) 


89 


CF 3 


.OH 




mp: 181-182C(AcOEt-MeOH) 
NMR: 6 :3.80-3.85(2H,m) I 4.63-4.68(1H t m),5.18- 
5.24(1 H f m),7.29-7.37(2H,m) f 7.55-7.62(1 H,m), 772- 
7.77(1 H.m), 8.02-8.06(1 H,m),8.1 2(1 H,d, J=8.8Hz), 
B.33-B.38(2H,m). 1 0.92(1 H.s) 


90 


CF 3 


Me Me 




mp: I79t; 

NMR: 6 :1.52(6H,s),3.81(3H,s)7.00(2H,d, J=87Hz), 
7.91 (2H,d,J=8.7Hz),8.04(1 H,d,J=87Hz),6.02-8.05 
(1H,m) f 8.29-a31(1H,m) f 8.38(1H t br) t 10.16dH.br) 


91 


CF 3 


Me Me 

>C 


-©~ Br 


mp: 182-183^ (AcOEt) 

NMR: 6 :1.52<6H.s)770(2H,d.J=8.4Hz)7.B9(2H, d, 
J=8.4Hz),8.05(1H t d,J=8.4Hz),8.1 1-8.16(1 Km), 8.28- 
8.30(1H ( m),8.65(1H,br),10.19(1H f br) 


92 


CF 3 


Me Me 




mp: 173C (AcOEt) 

NMR: ft :1.52(6H t s),7.56(2H,d t J=8.4Hz),7.96(2H l d, 
J=8.4Hz) T 8.05(1H t d,J=8.7Hz),8.12-8.16(1H,m),8.29- 
B.31(1H,m).8.65(1H,br).10.19(1H,br) 


93 


CF 3 


Me Me 




mp:223C 

NMR: 6 ^^(BH.sJZBOdH.d.JriB.IHzJJ.eBtlH, d, 
J=1.8 t 8.1Hz),7.81(1H,d,J=1.8Hz),8.08(1H f d,J=9.0Hz 
},8.1 7-8.22(1 H t m),8.35-8.36(1 H,m),8.87 (1 H.br), 
10.28(1H,br) 
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ex. 


H 


A 
r\ 


n 




94 


CF 3 


Me Mc 


Br 


mp; 199( (AcOEl-(Et) 2 0) 

NMR: iS:1.51(6H l s) l 7.35-7.41(1H,m) I 7.62-7.66 (1H, 
m),7.68-773(1H,m),8.08(1H,d l J=8.4Hz) l 8.18-8.22 
(1n > m),o.37-B.39(1n,m) t B.83(1rl,br), 10.28 (1H,br) 


95 


CF 3 


Me Me 


~O" 0H 


MS FAB (m/z):392[(M+H)*] 

NMR: f> :1.50(6H,s),6.80(2H,d,J=8.7Hz),7.80(2H, d, 
J=8.7Hz),8.04(1H,d I J=9.0Hz),8.11-8.16(1H,m),8.26 
(lH,br),8.30-8.32(1H,m),9.99{1H.br), 10.15(1H,br) 


£8 

NC ^-^F 


Ex. 


R' 


A 


R B 


DATA 


96 


CF, 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H) + ] 

NMR(CDCI 3 ,TMS internal standard): 6 :1 .85 (6H,s), 4.60 
(2H ( br),678(2H t d,J=7.4H2),6.88(2H,t,J=8.BHz)7.08-7.33 
(3H f m),7.74-7.81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz),1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213X: 

NMRiCDCVDMSO-de.TMS internal standard) 
6 :1.67(6H l s),7.05-7.10(2H,m) I 7.74(1H f d, J=8.5Hz),7.84- 
7.89(2H.m),7.95(1H,d l J=1.8Hz).8.10(1H,dd, J=1.8.8.4Hz), 
9.17(1H,S),9.23(1H,S) 



£9 



D 1 h Me Me 

R" I ~ 
mp: 144-146 C(A 



Ex. 


R 1 


R z 


Y 


R 8 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp. 144-146 C(AcOEt) 
NMR: 6:1.40(6H,s),6.69(2H,s),6.80-6.63 (1H, 
m),7.01 (1 H,d ) J=2.4Hz),7.3S-7.40(3H,m), 7.45- 
7.49(2H,m),7.65(1H,d,J=8.4Hz). 8.54(1H,br) 


99 


3-CF 3 


4-CN 


C=S 




mp: 194-19ffC 

NMR: 6 :1.70(6H,s).7.40-7.52(3H,m),7.84- 
7.87(2H,m), 8.06-8.08(2H,m),8.24(1 H,s), 
10.02(1 H.s), 10.20(1 H.s) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230'C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),7.23(1H,t,J=1.3Hz). 7.31 

(2H ,t,J=6.8Hz) ,7.73(1 H.d, J= 1 .3Hz),7.98-8 .04 

(2H,m).8.51(1H.s).9.73(1H.s) 


101 


3-CF 3 


5-CF 3 


c=o 




mp: 240-241 C(AcOEt-Hex) 

NMR: 6 :1.53(6H.s),7.32(2H,t,J=6.6Hz). 7.71 

(1H.s).8.02(2H.dd.J=3.9,6.6Hz).8.37(2H.s).8.5 

9(1H.s).10.10(1H,s) 
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Ex. 


FT 


R 2 


Y 


R e 


DATA 


102 


2-CF3 


4-CN 


C=0 




MS FAB (m/z):394[(M+Hn 

NMR: A :1.52(6H f s),7.32(2H,t,J=9.0H2),7 95- 

8.03(3H,m), 8.13-8.19(1 H,m), 8.24-8.28(1 H,m), 

8.74(1H,br),9.16(1H,br) 



Ex. 


R' 


A 


Y 


R 9 


DATA 


103 


CF 3 




SO, 




mp: 145-14SC(AcOEt-Hex) 

NMR: 6 :2.57(2H,U=6.8Hz),3.04-3.10 

(2H, m),7.40-7.45(2H f m) r 7.84-7.BB <3H,m), 

7.92 {lH,dd I J=2.0.8.6Hz} ,8.09(1 H,d, 

J=8.6Hz),8.24(1H,d,J=2.0Hz),10.72(1H,s) 


104 


CF 3 




so 2 




mp: 163-164 C(AcOEt-Hex) 
NMR: f> :1.02(3H,d,J=6.4Hz),2.46(2H l d, 
J=6.8Hz),3.64-3.71 (1 H,m),7.29-7.33(2H,m), 
7.80-7.91 (SH.mJ.B.ieOH.s), 10.60(1 H f s) 


105 


CF 3 




c=o 




mp: 180-18fC(AcOEt-Hex) 
NMR: :1 .27(6H, s ),4.03(2H,d t J=7.0Hz), 
7.24-7.31 (2H > m),7.82-7.B8(2H,m) ) 8.09 
(1H,d,J=8.6Hz), 8.13-B.'lB(1H l m) l B.32- | 
8.35(1 H,m),8.42-8.48 (1 H. m).1 0.02(1 H,s) 


106 


CF 3 


Me^Me^ 


so 2 




mp: 161-162 C(AcOEt-Hex) 

NMR: 6 :1 .19(6H, s ) l 3.02(2H,d,J=6.7Hz) I 

7.36-7.43(2H,m),7.76-7.88(3H.m),8.06-8.13 

(2H,m),8.28-8.31 (1H,m),9.91 (IH.s) 


107 


CF 3 




c=o 




mp: 191-192C(AcOEt-Hex) 
NMR: 6 :1.27(6H t s),3.60(2H,d,J=6.4Hz), 
7.10-7.16 (2H,m) ,7.44-7.53(1 H,m) t 8.0B 
(1H f d,J=B.8Hz) ( 8.15-8.19(1 H,m),8.35- 
8.38(1 H.m),8.72-8.77 (1H.m), 1 0.04(1 H,s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+Hn 

NMR( CDCI3JMS interna! standard): 

:1.48 (6H.S), 1.61 (6H,s), 7.11(2H,t,J= 
B.7Hz),7.77-7.86(3H 1 m) 1 7.93-8.05 (4H,m) 



311 1 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 


SI 


C=0 




mp: 236-238C(AcOEt-Hex) 

NMR: b :1.80-2.02(2H,m),2.28-2.38 (2H, 

m),2.60-2.74{2H,m).7.30-7.37(2H,m). 

8.01-8.08(3H.m),8.12-8.16 (1H.m),8.30- 

8.32(1 H,m),9.02(1 H,s), 1 0.1 8(1 H.s) 
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Ex. 


FT 


A 


Y 


R 9 


DATA 


110 


CF 3 




so 2 




mp: l69-170C(AcOEt-Hex) 

NMR: f> :1.53-1.80(2H,m),2.04-2.16 (2H, 

m),2.37-2.46(2H,m)J.23-7.32 (2H,m), 

7.73-7.80(2H,m),7.98-8.15 (3H.m),8.41 

(1H t s),10.24(1H,s) 


111 


CF, 




C=0 




mp; 205-207 C(AcOEt-H ex) 
NMR: <S:1.79-2.05(2H,m),2.22-2.31 (2H. 
m),2.67-2.76(2H,m) l 7.16-7.23(2H t m), 
7.50-7.59(1 H,m),8.09-B. 16(2H,m), 8.33- 
8.36(1 H,m),9.46(1 H,s),1 0.23 (1 H,s) 


112 


CF S 




S0 2 




mp: 211-213'C(AcOEt-Hex) 

NMR: 6 :1. 02-1. 05(2H,m).1. 30-1 .33 (2H, 

m) f 7.30-7.35(2H,m),7.B2-7.86(2H,m), 7.96 

(1 H,dd,J=1 .6,8.4Hz).8.07(1 H,d,J=8.4Hz),8 

.12(1H 1 d,J=1.6Hz) f 8.45(1H,s),10.24(1H t 8) 


113 


CF, 




c=o 




mp: 284-286TC(AcOEt-Hex) 
NMR: 6 :1. 19-1 .22(2H,m),1. 53-1. 56 (2H, 
m) t 7.31-7.37(2H l m) l 8.00-8.05(2H,m) l 8.08 
(1 H,d f J=B.8Hz).8.20(1 H.dd,J=2.0,8.8Hz),8 
.32(1 H,d,J=2.0Hz),9.03(1H,s), 10.25(1 H.s) 


114 


CF 3 


Q 


so 2 




mp: 177-1 78 C(AcOEt-Hex) 
NMR: 6 :1. 49-1. 63(4H,m), 1.84-1. 90 (2H, 
m) l 2.06-2.12(2H,m) ( 7.23-7.28(2H l m), 7.78 
-7.82(2H,m) ( 7.97-8.09(4H,m) 1 1 0.1 1 (1 H,s) 


115 


CF 3 


Q 


c=o 




mp: 235-236X:(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m),1 .99-2.05(2H, 

m),2.26-2.33(2H,m),7.28-7.34(2H,m), 7.99 

-8.05(3H,m).8.12(1H.dd t J=1.6 l 8.8Hz) t B.29 

(1H,d t J=1.6Hz),8.62(1H,s), 10.23 (1H,s) 


116 


CF 3 


Q 


so 2 




mp: 188-189 : C(AcOEt-Hex) 

NMR: 6:1. 22-1 .54(6H,S),1. 84-1. 88 (4H, 

m),7.19-7.24(2H,m), 7.72(1 H,s), 7.78-7.81 

(2H,m),7.95(1 H,dd,J=1 .6,8.8Hz) i 8.04-B.08 

(2H,m),9.91(1H.s) 


117 


CF 3 


Q 


c=o 




mp: 241-242C(AcOEt-Hex) 
NMR: 6:1.31-1.42(1H l m) l 1.45-1.68(5H, 
m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 
-7.33(2H l m),7.93-8.13(5H,m),8.29 (1H,d, 
J=2.0Hz) ,10.1 2(1 H,s) 


118 


CN 




c=o 




mp: 294-295 C(AcOEI) 

NMR: 6 ;1.18-1.22(2H,m),1.52-1.55 (2H, 

m),7.30-7.36(2H l m),8.00-8.06 (3H,m), 

8.16-8.19(1H,m),8.33(1H,d, J=1.6Hz), 

9.04(1H,s),10.21(1H,s) 


119 


CN 




so 2 




mp: 1 71 -1 72t:(AcOEt-Hex) 

NMR: 6 .0.9B-1 .02(2H f m),1 .28-1 .32 (2H. 

m) ,7.33-7.39 (2H ,m) ,7.80-7.86 (2H ,m) , 

7.96(1 H,dd,J=2.0,B.4Hz), 8.04(1 H,d,J=B.4 

Hz),8.17(1H,d,J=2.0Hz),8.48(1H f s).10.23( 

1H,s) 


120 


CN 


Q 


so 2 




mp: 214-215 C(AcOEl-Hex) 
NMR: 6 :1.47-1.63(4H,m),1.B0-1.89 (2H, 
m),2.02-2.12(2H,m),7.28-7.34 (2H,m), 
7.78-7.84{2H,m),7.93-7.97 (1H,m),8.02- 
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Ex. 


R 1 


A 


Y 


R 8 


DATA 












8.06(2H,m),8.16(1H,d, J=2.0Hz), 
10.12(1 H,s) 


121 


CN 


Q 


C=0 




mp: 134-135°C(AcOEt-Hex) 
NMR: A :1 .60-1 .81 (4H.m).1 .96-2.07 (2H, 
m) ( 2.22-2.34(2H l m),7.28-7.34(2H l m), 
7.98-8.05(3H,m),8.07-8.1 1 (1 H,m), 8.29 
(1H,d,J=2.0Hz),8.62(1 H,s),1 0.19(1 H,s) 


122 


CF, 




c=o 




mp: 246-247 : C(AcOEt) 

NMR: 6 :2.02-2.10(2H,m),2.15-2,24 (2H, 

m),3.70-3.77(4H,m),7.30-7.36 (2H,m), 

7.98-8. 15(4H,m),8.28-8.30 (1H.nl), 8.43 

(1H,S),10.23(1H,s) 


130 


CF, 


-o 


c=o 




(A) MS FAB(m/z):432[(M-H) ) 
NMR: 6 :1.30-1.70(4H, m), 1.90-2.00 
(4H ( m), 2.25-2.50(1H, m), 3.70-3.85(1 H, 
m), 7.25-7.3B(2H, m), 7.8B-7.96(2H, m), 
7.97-8.02(1 H,m) t 8.09(1 H. d. J=B.4Hz), 
8.23-8.33(2H, m). 10.63(1 H, br) 

(B) MS FAB(m/z):434{(M+H)*] 
NMR: 6 :1 .58-1 .90(8H, m), 2.57-£65 
(1H, m), 3.90-4.02(1 H, m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz), 8.19-8.26(1 H, m), 
8.36(1 H, br), 1 0.59(1 H, br) 



*1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF, 


CN 


C=0 




mp:249-250C (EtOH) 

NMR: 6 :1.63(3H.s),1.94-2.03(3H.m),2.17- 

2.28(1 H,m),3.50-3.59(1 H,m),3.73-3.82(1 H,m), 

7.29(2H,t,J=9.0Hz),7.65(2H,dd,J=5.6,9.0Hz),8 

.1 0(1 H,d,J=8.BHz),8.1 7(1 H.dd, J=1 .8.8.8Hz),8. 

34(1 H,d, J.1 .8Hz),9.96(1 H.S) 


124 


CF, 


CN 


S0 2 




mp: 11 5- 116t: ((Et) 2 0-Hex) 

NMR: 6 :1.50(3H,s),1.88-2.07(3H,m),2.22- 

2.31 (1 H,m),3.36-3.46(1 H.m),3.61-3.69(1 H,m), 

7.56-7.62(2H,m),7.66-7.71 (1 H,m) ,7.78-7.82 

(2H,m).8.14(1H.d, J=8.4Hz). 8.23(1H.dd. 

J=2.0,8.4Hz),8.29(1H,d.J=2.0Hz).10.04(1H,s) 


125 


CF, 


CN 


S0 2 




mp: 180-182'C (i-PrOH-CHCI,) 

NMR: i> :1.52(3H,s).1.89-2.07(3H.m).2.22- 

2.31 (1 H,m).3.39-3.46(1 H,m),3.61 -3.68(1 H,m), 

7.39-7.45|2H,m),7.84-7.90(2H,m), 8.1 3(1 H,d. 

J=8.8Hz),8.22(1H.dd.J=2.0,8.8Hz).8.27(1H,d > 

J=2.0Hz),10.03(1H,s) 


126 


CF, 


CN 


S0 2 




mp: 149-15tfC (EtOH-(Et) 2 0) 

NMR: 6 :1.49(3H.s),1.86-2.07(3H.m).2.20- 

2.30(1 H,m),3.28-3.42(1H,m),3.56-3.68(1 H,m), 

3.84(3H,s).7.03-7.13(2H,m).7.70-7.75(2H.m), 
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Ex. 


R' 


R 2 


Y 


R 9 


DATA 












8.13(1 H,d,J=8.8Hz), 8.23(1 H,dd,J=2.0,8.8Hz), 
8.29(1 H,d, J=2.0Hz),1 0.02(1 H.s) 


127 


CF 3 


CN 


0 

H 




mp: 1 82-1 84 C (CH,CI 2 -(Et) ? 0) 

NMR: 6 :1.53(3H.S),1.86-1.95(1H.m).1.97- 

2.20(3H,m),3.59-3.67(1H.m),3.75-3.83 

(lH,m),7.23-7.28(2H 1 m),7.52-7.57(2H,m), 

8.07(1 H.d, J=8.4Hz).8.18(1 H.dd^.O.B^Hz), 

8.33(1 H,d,J=2.0Hz).8.35(1H,br),9.97(1H.S) 
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CF 3 


CN 


0 

H 


CH 2 CH 3 


mp: 173-175^ (1,2-diCI-Et) 

NMR: 6:1.00(3H,U=7.2Hz).1.46(3H.s). 1.76- 

1 .84(1 H,m),1 .86-2.02(2H,m).2. 1 0-2. 1 9 

(IH.m), 2.95-3.10(2H,m).3.29-3.37(1 H.m), 

3.51-3.60 (1H,m), 6.24-6.30(1H,m),8.07(1H.d, 

J=8.8Hz) l 8.13(1H,dd,J=2.0 l 8.8Hz).8.31(1H,d, 

J=2.0Hz), 10.15(1H,6) 
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CF 3 


CN 


0 

H 


Me 

-< 

Me 


mp: 167-168*0 (AcOEt-Hex) 

NMR: 6:1.05(3H,t.J=6.4Hz).1.48(3H.s), 1.75. 

1 .83(1 H.m),1.B6-2.02(2H,m),2.1 0-2.20(1 H,m), 
3.31 -3.38(1 H.m),3.52-3.60 (1H,m),3.65-3.7B 
(1H,m).5.93( 1H. d. J=B.6Hz).B.07(1H.d, 
J=8.6Hz) ,8. 1 2(1 H.dd, J=1 .8,8.6Hz) ,8.30( 1 H.d, 
J=1.8Hz),10.17(1H,s) 



*1 3 



Ex. 


Structure 


DATA 
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MS FAB(m/z):392[(M+H)T 

NMR: 6 : 3.60-3.75(1 H, m). 420-4.30 

(2H, m), 4.35-4.60 (2hj, m). 7.25-7.34(2H, 

m), 7.68-7.76(2H, m). 7.95-8.20(1 H, m), 

8.08-8.14(1 H. m). 8.30(1 H. br), 10.83(1 H. 

br) 
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